REMARKS 



Reconsideration of the above-identified application in view of the amendment above and the 
remarks below is respectfully requested. 

No claims have been canceled or added in this paper. Claims 34 and 41 have been amended 
in this paper. Therefore, claims 2-10 and 34-48 are pending and are under active consideration. 

As best understood by Applicant, claims 34-48 stand rejected under 35 U.S.C. 112, second 

paragraph. In apparent support of the rejection, the Patent Office states the following: 

The term "substantially enantiomerically pure" in claims 34- 
48 is a relative term which renders the claim indefinite. The term 
"substantially enantiomerically pure" is not defined by the claim, the 
specification does not provide a standard for ascertaining the requisite 
degree, and one of ordinary skill in the art would not be reasonably 
apprised of the scope of the invention. Particularly, it is not clear 
what is encompassed by the term "substantially". 

The term "such as" in claims 34-41 is a relative term which 
renders the claim indefinite. The term "such as" is not defined by the 
claim, the specification does not provide a standard for ascertaining 
the requisite degree, and one of ordinary skill in the art would not be 
reasonably apprised of the scope of the invention. It is unclear if the 
term "such as" limits the scope of the disease to the list provided in 
the claims or if other, not listed disease, are included. 

Applicant respectfully traverses the subject rejection. 

Insofar as the subject rejection relates to the recitation of the term "substantially 
enantiomerically pure" in claims 34, 35, 41, and 42 (claims 36-40 not reciting "substantially 
enantiomerically pure" but apparently being included in the rejection by virtue of depending from 
claim 35 and claims 43-48 not reciting "substantially enantiomerically pure" but apparently being 
included in the rejection by virtue of depending from claim 43), Applicant respectfully disagrees that 
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"substantially enantiomerically pure" is indefinite. Applicant respectfully submits that a person of 
ordinary skill in the art would understand the meaning of "substantially enantiomerically pure," as 
evidenced, for example, by the fact that this term has appeared in nearly 50 issued U.S. patents (see 
attached printout of search results for patents having claims that include the term "substantially 
enantiomerically pure"). It is well-established that the appearance of a claimed term in a number of 
issued U.S. patents is highly probative of the term's definiteness. The aforementioned U.S. patents 
include patents covering compounds in use as active pharmeutical ingredients (e.g., U.S. Patent No. 
5,428,159: galanthamine), in which a person of ordinary skill would interpret "substantially 
enantiomerically pure" in accordance with the corresponding requirements of the US 
Pharmacopoeia. Therefore, for at least the reason that this term has appeared in nearly 50 issued U.S. 
patents, Applicant respectfully submits that the term is definite. 

Insofar as the subject rejection relates to the recitation of the term "such as" in claims 34 and 
41 (claims 35-40 not reciting "such as" but apparently being included in the rejection by virtue of 
depending from claim 34), Applicant notes that the term "such as" no longer appears in the claims. 
Therefore, this basis for the rejection is no longer applicable. 

Finally, Applicant wishes to point out that the terms "substantially enantiomerically pure" 
and "such as" have appeared in the claims of the present application for quite some time. In fact, 
claim 34 has recited "such as" ever since the present application was first filed, and no issue 
regarding this term had been raised by the Patent Office in five previous Office Actions prior to the 
outstanding Office Action. In addition, claims 34, 35, 41, and 42 have recited "substantially 
enantiomerically pure" since as early as June 18, 2009, and no issue regarding this term had been 
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raised by the Patent Office in the Office Action prior to the outstanding Office Action. There is no 
apparent reason why these issues are now being raised at this stage in prosecution. 

Accordingly, for at least the above reasons, the subject rejection should be withdrawn. 

In view of the fact that claims 34-40 are rejected solely on the basis of 35 U.S.C. 112, 
second paragraph, and further in view of the fact that said rejection should be withdrawn for 
at least the reasons given above, Applicant respectfully submits that claims 34-40 should be 
immediately allowed. 

Claims 2-6 and 41-48 stand rejected under 35 U.S.C. 103(a) "as being unpatentable over 
Chesi (US 5,01 7,607) in view of Dyck (Journal of Neurochemistry 1986, 46(2), pp 399-404), Ando 
et al. (US 6,603,008), Foster (US 6,221,335), Tonn et al. (Biological Mass Spectrometry 1993, 
22(1 1), pp 633-642), Haskins (Biomedical Spectrometry 1982, 9(7), pp 269-277), Wolen (Journal of 
Clinical Pharmacology 1986; 26, pp 419-424; abstract), Keinan et al (US 6,440,710) and Gouyette 
(Biomedical And Environmental Mass Spectrometry, 1988, 15, pp 243-247)." 

Applicant respectfully traverses the subject rejection. As best understood by Applicant, the 
Patent Office appears to be taking the position that (i) that Chiesi teaches the claimed compound and 
the claimed method, except for the claimed deuteration; (ii) that, in view of Dyck , Ando et al. and 
Foster , one of ordinary skill in the art would have been "motivated to prepare deuterated versions of 
drugs to obtain a version with better pharmaceutical properties"; and (iii) that, in view of Tonn et al. , 
Haskins , Wolen , Keinan et al., and Gouyette et al. , one of ordinary skill in the art would have been 
"motivated to prepare deuterated versions of drugs, which can be used to obtain valuable information 
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about how the undeuterated drug or closely related drugs act in the body." Applicant respectfully 
disagrees with the Patent Office for at least the reasons below. 

It is well-settled that the prior art must provide a person of ordinary skill in the art with some 
specific guidance or direction to modify the prior art in such a way as to arrive at the claimed 
invention. Applicant respectfully submits that no such guidance or direction is provided in the 
present rejection. Chiesi , as apparently acknowledged by the Patent Office, is completely silent on 
the topic of deuteration of its levodopa methyl ester. None of the secondary references relied upon 
by the Patent Office provides any specific guidance or direction to deuterate at the particular 
positions required by the present claims. Instead, all that the secondary references provide are non- 
specific comments about alleged benefits of deuteration. However, as has been pointed out by 
Applicant in his responses of March 2, 2010, and June 15, 2007, the substitution of L-DOPA with 
deuterium at different positions leads to unpredictable results. (Applicant is willing to provide the 
results of the aforementioned responses in the form of a declaration if the Patent Office so desires.) 
"Unpredictable" means an improvement, no change, or a reduction in utility relative to the non- 
deuterated progenitor. Mono-deuteration in the alpha position of L-DOPA or di-deuteration in the 
beta positions gives a reduced striatal level of deuterated dopamine relative to dopamine. There is, 
therefore, no further incentive to explore deuteration as a strategy to modify L-DOPA - one might 
actually expect tri-deuteration to give an additive effect of alpha and beta modification, whereas it 
actually reverses the trend. L-DOPA is a pro-drug that requires enzymatic processes to be useful. 
Kushner et al. (of record, p.83 thereof) points out that deuteration of drugs that need to be 
metabolically activated like L-DOPA can reduce their effectiveness. The applicant can prove that 
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exactly this was the case for mono-deuteration in the alpha position of L-DOPA or di-deuteration in 
the beta positions, whereas, by contrast and surprisingly, alpha,beta,beta deuterated L-DOPA 
enhanced, the striatal output of dopamine. 

Therefore, in view of the unpredictable effects of deuteration at different positions, references 
that merely disclose deuteration in general or that disclose non-specific benefits of deuteration, 
without providing any specific teaching to deuterate the compound of Chiesi at particular positions, 
do not provide the type of specific guidance or direction necessary to modify the prior art to arrive at 
the claimed invention. 

Accordingly, for at least the above reasons, the subject rejection should be withdrawn. 

Claims 2-5, 7-10 and 41-48 stand rejected under 35 U.S.C. 103(a) "as being unpatentable 
over Milman et al (US 5,525,63 1 ) in view of Dyck (Journal of Neurochemistry 1 986, 46(2), pp 399- 
404), Ando et al. (US 6,603,008), Foster (US 6,221,335), Tonn et al. (Biological Mass Spectrometry 
1993, 22(11), pp 633-642), Haskins (Biomedical Spectrometry 1982, 9(7), pp 269-277), Wolen 
(Journal of Clinical Pharmacology 1986; 26, pp 419-424; abstract), Keinan et al (US 6,440,710) and 
Gouyette (Biomedical And Environmental Mass Spectrometry, 1988, 15, pp 243-247)." 

Applicant respectfully traverses the subject rejection for analogous reasons to those discussed 
above in connection with the previous rejection. 

Accordingly, for at least the above reasons, the subject rejection should be withdrawn. 

In conclusion, it is respectfully submitted that the present application is in condition for 
allowance. Prompt and favorable action is earnestly solicited. 
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If there are any fees due in connection with the filing of this paper that are not accounted for, 
the Examiner is authorized to charge the fees to our Deposit Account No. 1 1-1755. If a fee is 
required for an extension of time under 37 C.F.R. 1 . 136 that is not accounted for already, such an 
extension of time is requested and the fee should also be charged to our Deposit Account. 



Respectfully submitted, 
Kriegsman & Kriegsman 




30 Turnpike Road, Suite 9 
Southborough, MA 01772 
(508) 481-3500 

Dated: fJwvJoeS S~,&o(o 

I hereby certify that this correspondence is being deposited with the United States Postal 
Service as first class mail in an envelope addressed to: Mail Stop Amendment, Commissioner for 
Patents, P.O. Box 1450, Alexandria, VA 22313-1450 on No^umJU^ S f 2oc<* 



Edward M. Kriegsman 
Reg. No. 33,5291 

Dated: fi/$,4Aj#rS s JLoco 
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